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Complete Summary

GUIDELINE TITLE

Managing asthma long term-special situations: Expert panel report 3: guidelines
for the diagnosis and management of asthma.
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Prevention Program (NAEPP). Expert panel report 3: guidelines for the diagnosis
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GUIDELINE STATUS
This is the current release of the guideline.

This guideline updates a previous version: National Asthma Education and
Prevention Program Expert Panel Report: guidelines for the diagnosis and
management of asthma update on selected topics-2002. J Allergy Clin Immunol
2002 Nov;110(5 pt 2):S141-2109.
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BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS
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CATEGORIES

IDENTIFYING INFORMATION AND AVAILABILITY

DISCLAIMER

DISEASE/CONDITION(S)

e Asthma
e Special situations requiring adjustment to asthma management, including
exercise-induced bronchospasm, pregnancy, and surgery

GUIDELINE CATEGORY
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Diagnosis
Evaluation
Management
Risk Assessment
Treatment

CLINICAL SPECIALTY

Allergy and Immunology
Emergency Medicine
Family Practice

Internal Medicine
Obstetrics and Gynecology
Pediatrics

Preventive Medicine
Pulmonary Medicine
Sports Medicine

Surgery

INTENDED USERS

Advanced Practice Nurses
Allied Health Personnel
Health Plans

Nurses

Physician Assistants
Physicians

Respiratory Care Practitioners

GUIDELINE OBJECTIVE(S)

e To present recommendations for the diagnosis and management of asthma
that will help clinicians and patients make appropriate decisions about asthma
care

e To develop clinical practice tools and educational materials for patients and
the public

e To revise the National Asthma Education and Prevention Program Expert
Panel Report-2 Stepwise Approach for Managing Asthma in order to
incorporate findings from the review of the scientific evidence

e To present recommendations for managing asthma long term in special
situations, including exercise-induced bronchospasm, pregnancy, and surgery,
and asthma in racial and ethnic minorities

TARGET POPULATION
Infants, children, adolescents, and adults with asthma
INTERVENTIONS AND PRACTICES CONSIDERED

Exercise Induced Bronchospasm
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Diagnosis

1. Medical history
2. Exercise challenge testing

Management

1. Long-term control medications
2. Pretreatment before exercise

e Inhaled short-acting or long-acting beta, agonists
e Leukotriene receptor antagonists
e Cromolyn sodium and nedocromil
e Warm up period
e Use of a mask or scarf over the mouth
Surgery

1. Pre-surgery evaluation, including review of symptoms and medication use
2. Measurement of pulmonary function

3. Short course of oral corticosteroids

4. Intravenous hydrocortisone

Pregnancy

1. Monitoring of asthma status during prenatal visits

2. Use of albuterol as preferred short-acting beta, agonists

3. Use of inhaled corticosteroids for long-term control

4. Use of intranasal corticosteroids and antihistamines for allergic rhinitis

Racial and Ethnic Disparity in Asthma
Heightened awareness of cultural barriers
MAJOR OUTCOMES CONSIDERED

e Lung function measurements
e Forced expiratory volume in one second (FEV;)
e Peak expiratory flow (PEF)

e Symptom control as indicated by:

Symptom scores

Symptom frequency

Use of acute bronchodilator medication

Exacerbations

Use of oral corticosteroids

METHODOLOGY

METHODS USED TO COLLECT/SELECT EVIDENCE
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Hand-searches of Published Literature (Primary Sources)
Searches of Electronic Databases

DESCRIPTION OF METHODS USED TO COLLECT/SELECT THE EVIDENCE

In October 2004, the Expert Panel assembled for its first meeting. Using the
Expert Panel Report (EPR)—2 1997 and EPR—Update 2002 as the framework, the
Expert Panel organized the literature searches and subsequent report around the
four essential components of asthma care, namely: (1) assessment and
monitoring, (2) patient education, (3) control of factors contributing to asthma
severity, and (4) pharmacologic treatment. Subtopics were developed for each of
these four broad categories.

Inclusion/Exclusion Criteria

The literature review was conducted in three cycles over an 18-month period
(September 2004 to March 2006). Search strategies for the literature review
initially were designed to cast a wide net but later were refined by using
publication type limits and additional terms to produce results that more closely
matched the framework of topics and subtopics selected by the Expert Panel. The
searches included human studies with abstracts that were published in English in
peer-reviewed medical journals in the MEDLINE database. Two timeframes were
used for the searches, dependent on topic: January 1, 2001, through March 15,
2006, for pharmacotherapy (medications), peak flow monitoring, and written
action plans, because these topics were recently reviewed in the EPR—Update
2002; and January 1, 1997, through March 15, 2006, for all other topics, because
these topics were last reviewed in the EPR—2 1997.

Search Strategies

Panel members identified, with input from a librarian, key text words for each of
the four components of care. A separate search strategy was developed for each
of the four components and various key subtopics when deemed appropriate. The
key text words and Medical Subject Headings (MeSH) terms that were used to
develop each search string are found in an appendix posted on the National Heart,
Lung, and Blood Institute (NHLBI) Web site.

Literature Review Process

The systematic review covered a wide range of topics. Although the overarching
framework for the review was based on the four essential components of asthma
care, multiple subtopics were associated with each component. To organize a
review of such an expanse, the Panel was divided into 10 committees, with about
4 to 7 reviewers in each (all reviewers were assigned to 2 or more committees).
Within each committee, teams of two ("topic teams") were assigned as leads to
cover specific topics. A system of independent review and vote by each of the two
team reviewers was used at each step of the literature review process to identify
studies to include in the guidelines update. The initial step in the literature review
process was to screen titles from the searches for relevancy in updating content of
the guidelines, followed by reviews of abstracts of the relevant titles to identify
those studies meriting full-text review based on relevance to the guidelines and
study quality.
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The combined number of titles screened from cycles 1, 2, and 3 was 15,444. The
number of abstracts and articles reviewed for all three cycles was 4,747. Of these,
2,863 were voted to the abstract Keep list following the abstract-review step. A
database of these abstracts is posted on the NHLBI Web site. Of these abstracts,
2,122 were advanced for full-text review, which resulted in 1,654 articles serving
as a bibliography of references used to update the guidelines, available on the
NHLBI Web site. Articles were selected from this bibliography for evidence tables
and/or citation in the text. In addition, articles reporting new and particularly
relevant findings and published after March 2006 were identified by Panel
members during the writing period (March 2006-December 2006) and by
comments received from the public review in February 2007.

NUMBER OF SOURCE DOCUMENTS
Not stated

METHODS USED TO ASSESS THE QUALITY AND STRENGTH OF THE
EVIDENCE

Weighting According to a Rating Scheme (Scheme Given)
RATING SCHEME FOR THE STRENGTH OF THE EVIDENCE
The system* used to describe the level of evidence is as follows:

Evidence Category A: Randomized controlled trials (RCTs), rich body of
data.

Evidence is from end points of well-designed RCTs that provide a consistent
pattern of findings in the population for which the recommendation is made.
Category A requires substantial numbers of studies involving substantial numbers
of participants.

Evidence Category B: RCTs, limited body of data.

Evidence is from end points of intervention studies that include only a limited
number of patients, post hoc or subgroup analysis of RCTs, or meta-analysis of
RCTs. In general, category B pertains when few randomized trials exist; they are
small in size, they were undertaken in a population that differs from the target
population of the recommendation, or the results are somewhat inconsistent.

Evidence Category C: Nonrandomized trials and observational studies.
Evidence is from outcomes of uncontrolled or nonrandomized trials or from
observational studies.

Evidence Category D: Panel consensus judgment.

This category is used only in cases where the provision of some guidance was
deemed valuable, but the clinical literature addressing the subject was insufficient
to justify placement in one of the other categories. The Panel consensus is based
on clinical experience or knowledge that does not meet the criteria for categories
A through C.
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*Source: Jadad AR, Moher M, Browman GP, Booker L, Sigouin C, Fuentes M,
Stevens R. Systematic reviews and meta-analyses on treatment of asthma:
critical evaluation. BMJ 2000;320(7234):537-40.

METHODS USED TO ANALYZE THE EVIDENCE

Review of Published Meta-Analyses
Systematic Review with Evidence Tables

DESCRIPTION OF THE METHODS USED TO ANALYZE THE EVIDENCE
Preparation of Evidence Tables

Evidence tables were prepared for selected topics. It was not feasible to generate
evidence tables for every topic in the guidelines. Furthermore, many topics did not
have a sufficient body of evidence or a sufficient number of high-quality studies to
warrant the preparation of a table. The Panel decided to prepare evidence tables
on those topics for which an evidence table would be particularly useful to assess
the weight of the evidence—e.g., topics with numerous articles, conflicting
evidence, or which addressed questions raised frequently by clinicians. Summary
findings on topics without evidence tables, however, also are included in the
updated guidelines text. Evidence tables were prepared with the assistance of a
methodologist who served as a consultant to the Expert Panel. Within their
respective committees, Expert Panel members selected the topics and articles for
evidence tables. The evidence tables included all articles that received a "yes"
vote from both the primary and secondary reviewer during the systematic
literature review process. The methodologist abstracted the articles to the tables,
using a template developed by the Expert Panel. The Expert Panel subsequently
reviewed and approved the final evidence tables. A total of 20 tables, comprising
316 articles are included in the current update. Evidence tables are posted on the
National Heart, Lung, and Blood Institute (NHLBI) Web site.

Ranking the Evidence

The Expert Panel agreed to specify the level of evidence used to justify the
recommendations being made. Panel members only included ranking of evidence
for recommendations they made based on the scientific literature in the current
evidence review. They did not assign evidence rankings to recommendations
pulled through from the Expert Panel Report (EPR)—2 1997 on topics that are still
important to the diagnosis and management of asthma but for which there was
little new published literature. These "pull through" recommendations are
designated by EPR—2 1997 in parentheses following the first mention of the
recommendation. For recommendations that have been either revised or further
substantiated on the basis of the evidence review conducted for the EPR—3: Full
Report 2007, the level of evidence is indicated in the text in parentheses following
first mention of the recommendation. Refer to the "Rating Scheme for the
Strength of the Evidence" for the system used to describe the level of evidence.

METHODS USED TO FORMULATE THE RECOMMENDATIONS

Expert Consensus
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DESCRIPTION OF METHODS USED TO FORMULATE THE
RECOMMENDATIONS

The steps used to develop this report include: (1) completing a comprehensive
search of the literature; (2) conducting an in-depth review of relevant abstracts
and articles; (3) preparing evidence tables to assess the weight of current
evidence with respect to past recommendations and new and unresolved issues;
(4) conducting thoughtful discussion and interpretation of findings; (5) ranking
strength of evidence underlying the current recommendations that are made; (6)
updating text, tables, figures, and references of the existing guidelines with new
findings from the evidence review; (7) circulating a draft of the updated guidelines
through several layers of external review, as well as posting it on the National
Heart, Lung, and Blood Institute (NHLBI) Web site for review and comment by the
public and the National Asthma Education and Prevention Program Coordinating
Committee (NAEPP CC), and (8) preparing a final-report based on consideration of
comments raised in the review cycle.

Panel Discussion

The first opportunity for discussion of findings occurred within the "topic teams."
Teams then presented a summary of their findings during a conference call to all
members of their respective committee. A full discussion ensued on each topic,
and the committee arrived at a consensus position. Teams then presented their
findings and the committee position to the full Expert Panel at an in-person
meeting, thereby engaging all Panel members in critical analysis of the evidence
and interpretation of the data. A series of conference calls for each of the 10
committees as well as four in-person Expert Panel meetings (held in October
2004, April 2005, December 2005, and May 2006) were scheduled to facilitate
discussion of findings and to dovetail with the three cycles of literature review that
occurred over the 18-month period. Potential conflicts of interest were disclosed
at the initial meeting.

Report Preparation

Development of the Expert Panel Report (EPR)—3: Full Report 2007 was an
iterative process of interpreting the evidence, drafting summary statements, and
reviewing comments from the various external reviews before completing the final
report. In the summer and fall of 2005, the various topic teams, through
conference calls and subsequent electronic mail, began drafting their assigned
sections of the report. Members of the respective committees reviewed and
revised team drafts, also by using conference calls and electronic mail. During the
calls, votes were taken to ensure agreement with final conclusions and
recommendations.

During the December 2005 meeting, Panel members reviewed and discussed all
committee drafts. During the May 2006 meeting, the Panel conducted a thorough
review and discussion of the report and reached consensus on the
recommendations. For controversial topics, votes were taken to ensure that each
individual's opinion was considered.

RATING SCHEME FOR THE STRENGTH OF THE RECOMMENDATIONS
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In addition to specifying the level of evidence supporting a recommendation, the
Expert Panel agreed to indicate the strength of the recommendation. When a
certain clinical practice "is recommended," this indicates a strong recommendation
by the panel. When a certain clinical practice "should, or may, be considered," this
indicates that the recommendation is less strong.

This distinction is an effort to address nuances of using evidence ranking systems.
For example, a recommendation for which clinical randomized controlled trial data
are not available (e.g., conducting a medical history for symptoms suggestive of
asthma) may still be strongly supported by the Panel. Furthermore, the range of
evidence that qualifies a definition of "B" or "C" is wide, and the Expert Panel
considered this range and the potential implications of a recommendation as they
decided how strongly the recommendation should be presented.

COST ANALYSIS

A formal cost analysis was not performed and published cost analyses were not
reviewed.

METHOD OF GUIDELINE VALIDATION
Peer Review
DESCRIPTION OF METHOD OF GUIDELINE VALIDATION

In July, using conference calls and electronic mail, the Panel completed a draft of
the Expert Panel Report (EPR)—3: Full Report 2007 for submission in July/August
to a panel of expert consultants for their review and comments. In response to
their comments, a revised draft of the EPR—3: Full Report 2007 was developed
and circulated in November to the National Asthma Education and Prevention
Program (NAEPP) Guidelines Implementation Panel (GIP) for their comment. This
draft was also posted on the National Heart Lung and Blood Institute (NHLBI) Web
site for public comment in February 2007. The Expert Panel considered 721
comments from 140 reviewers. Edits were made to the documents, as
appropriate, before the full EPR—3: Full Report 2007 was finalized and published.

RECOMMENDATIONS

MAJOR RECOMMENDATIONS

Definitions of the levels of the evidence (A, B, C, D) and strength of
recommendations ("is recommended" and "should or may, be considered") are
presented at the end of the "Major Recommendations" field.

Note from the National Asthma Education and Prevention Program
(NAEPP): Panel members only included ranking of evidence for recommendations
they made based on the scientific literature in the current evidence review. They
did not assign evidence rankings to recommendations pulled through from the
Expert Panel Report (EPR)—2 1997 on topics that are still important to the
diagnosis and management of asthma but for which there was little new published
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literature. These "pull through" recommendations are designated by EPR—2 1997
in parentheses following the first mention of the recommendation.

Note from the NAEPP and the National Guideline Clearinghouse (NGC):
The Expert Panel Report 3: Guidelines for the Diagnosis and Management of
Asthma have been divided into individual summaries covering assessment,
education, medications, and management. In addition to the current summary,
the following are available:

Measures of asthma assessment and monitoring.

[ )

e Education for a partnership in asthma care.

e Control of environmental factors and comorbid conditions that affect asthma.

e Medications.

e Managing asthma long term in children 0-4 years of age and 5-11 years of
age.

e Managing asthma long term in youths >12 years of age and adults

e Managing exacerbations of asthma.

Exercise-Induced Bronchospasm (EIB)

The Expert Panel concludes that exercise may be the only precipitant of asthma
symptoms for some patients. These patients should be monitored regularly to
ensure that they have no symptoms of asthma or reductions in peak expiratory
flow (PEF) in the absence of exercise, because EIB is often a marker of inadequate
asthma management and responds well to regular anti-inflammatory therapy
(EPR—2 1997).

Diagnosis

The Expert Panel recommends that a history of cough, shortness of breath, chest
pain or tightness, wheezing, or endurance problems during exercise suggests EIB.
An exercise challenge can be used to establish the diagnosis (EPR—2 1997).

Management Strategies

The Expert Panel recommends that an important dimension of adequate asthma
control is a patient's ability to participate in any activity he or she chooses without
experiencing asthma symptoms. EIB should not limit either participation or
success in vigorous activities. Recommended treatments include:

Long-term control therapy, if appropriate (Evidence A).
Pretreatment before exercise:
e Inhaled beta,-agonists will prevent EIB in more than 80 percent of
patients (Evidence A).

e Short-acting beta,-agonist(s) inhaled (SABAs) used shortly
before exercise (or as close to exercise as possible) may be
helpful for 2 to 3 hours.

e Long-acting beta,-agonist(s) (LABAs) can be protective up to
12 hours (Ferrari et al., 2002; Newnham et al., 1993; Richter
et al., 2002; Shapiro et al., 2002). When LABAs are
administered on a daily basis, however, there is some
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shortening of the duration of protection, even in patients using
inhaled corticosteroids (ICSs) (Simons, Gerstner, & Cheang,
1997). Frequent and chronic use of LABAs for EIB should be
discouraged. Such use may disguise poorly controlled persistent
asthma, which should be managed with daily anti-inflammatory
therapy.

e Leukotriene receptor antagonist (LTRAs) can attenuate EIB in up to 50
percent of patients (Evidence B).

e Cromolyn or nedocromil taken shortly before exercise is an alternative
treatment to prevent EIB, but it is not as effective as SABAs (Spooner,
Spooner, & Rowe, 2003) (Evidence B). The addition of cromolyn to a
SABA is helpful in some individuals who have EIB (Spooner, Spooner,
& Rowe, 2003). These studies (Spooner, Spooner, & Rowe, 2003)
indicate that anticholinergics may also attenuate EIB, but they are less
likely to be protective than either mast cell stabilizers or SABAs.

e A warmup period before exercise may reduce the degree of EIB (de
Bisschop et al. 1999) (Evidence C).

e A mask or scarf over the mouth may attenuate cold-induced EIB
(Beuther & Martin 2006) (Evidence C).

The Expert Panel recommends that teachers and coaches be notified that a child
has EIB, that the child should be able to participate in activities, and that the child
may need inhaled medication before activity (Evidence D).

Surgery and Asthma

The Expert Panel recommends consideration that patients who have asthma are at
risk for specific complications during and after surgery (EPR—2 1997).

The Expert Panel recommends the following actions to reduce risk of
complications during surgery (EPR—2 1997):

e Patients who have asthma should have an evaluation before surgery that
includes a review of symptoms, medication use (particularly the use of oral
systemic corticosteroids for longer than 2 weeks in the past 6 months), and
measurement of pulmonary function.

e If possible, attempts should be made to improve lung function preoperatively
(forced expiratory volume in 1 second [FEV,] or peak expiratory flow rate
[PEFR]) to either their predicted values or their personal best level. A short
course of oral systemic corticosteroids may be necessary to optimize lung
function.

e For patients who have received oral systemic corticosteroids during the past 6
months and for selected patients on a long-term high dose of an ICS, give
100 mg hydrocortisone every 8 hours intravenously during the surgical period
and reduce the dose rapidly within 24 hours after surgery. Stress doses of
corticosteroids may be considered for select patients treated with prior high-
dose ICS therapy as well, because clinically important adrenal suppression
has been reported in such patients, particularly children (Todd et al., "Acute
adrenal crisis," 2002, "Survey of adrenal crisis," 2002).

Pregnancy and Asthma
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The National Asthma Education and Prevention Program (NAEPP) "Working Group
Report on Managing Asthma During Pregnancy: Recommendations for
Pharmacologic Treatment—Update 2004" (NAEPP, 2005) emphasizes that
maintaining adequate control of asthma during pregnancy is important for the
health and well-being of both the mother and her baby.

The following is a summary of the recommendations made in the 2004 update.
See that report for evidence reviews.

e Monitoring of asthma status during prenatal visits is encouraged.

e Albuterol is the preferred SABA

e ICSs are the preferred treatment for long-term control medication.
Budesonide is the preferred ICS because more data are available on using
budesonide in pregnant women than are available on other ICSs, and the
data are reassuring.

e For the treatment of comorbid conditions, intranasal corticosteroids are
recommended for treatment of allergic rhinitis because they have a low risk of
systemic effect. LTRAs can also be used, but minimal data are available on
their use during pregnancy. The current second-generation antihistamines of
choice are loratadine or cetirizine.

For more information, see the NAEPP "Working Group Report on Managing Asthma
During Pregnancy: Recommendations for Pharmacologic Treatment—Update
2004" (NAEPP, 2005).

Racial and Ethnic Disparity in Asthma

The Expert Panel recommends heightened awareness of cultural barriers between
the clinician and patient that may influence asthma management as well as
modification of educational/communication strategies to address these barriers
(Evidence D) (See the NGC summary of the NAEPP guideline, Education for a
Partnership in Asthma Care).

Definitions:
Levels of Evidence
The system* used to describe the level of evidence is as follows:

Evidence Category A: Randomized controlled trials (RCTs), rich body of
data.

Evidence is from end points of well-designed RCTs that provide a consistent
pattern of findings in the population for which the recommendation is made.
Category A requires substantial numbers of studies involving substantial numbers
of participants.

Evidence Category B: RCTs, limited body of data.

Evidence is from end points of intervention studies that include only a limited
number of patients, post hoc or subgroup analysis of RCTs, or meta-analysis of
RCTs. In general, category B pertains when few randomized trials exist; they are
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small in size, they were undertaken in a population that differs from the target
population of the recommendation, or the results are somewhat inconsistent.

Evidence Category C: Nonrandomized trials and observational studies.
Evidence is from outcomes of uncontrolled or nonrandomized trials or from
observational studies.

Evidence Category D: Panel consensus judgment.

This category is used only in cases where the provision of some guidance was
deemed valuable, but the clinical literature addressing the subject was insufficient
to justify placement in one of the other categories. The Panel consensus is based
on clinical experience or knowledge that does not meet the criteria for categories
A through C.

*Source: Jadad AR, Moher M, Browman GP, Booker L, Sigouin C, Fuentes M,
Stevens R. Systematic reviews and meta-analyses on treatment of asthma:
critical evaluation. BMJ 2000;320(7234):537-40.

Strength of Recommendations

In addition to specifying the level of evidence supporting a recommendation, the
Expert Panel agreed to indicate the strength of the recommendation. When a
certain clinical practice "is recommended," this indicates a strong recommendation
by the panel. When a certain clinical practice "should, or may, be considered," this
indicates that the recommendation is less strong.

This distinction is an effort to address nuances of using evidence ranking systems.
For example, a recommendation for which clinical RCT data are not available
(e.g., conducting a medical history for symptoms suggestive of asthma) may still
be strongly supported by the Panel. Furthermore, the range of evidence that
qualifies a definition of "B" or "C" is wide, and the Expert Panel considered this
range and the potential implications of a recommendation as they decided how
strongly the recommendation should be presented.

CLINICAL ALGORITHM(S)

None provided

EVIDENCE SUPPORTING THE RECOMMENDATIONS

REFERENCES SUPPORTING THE RECOMMENDATIONS

References open in a new window

TYPE OF EVIDENCE SUPPORTING THE RECOMMENDATIONS

The type of supporting evidence is identified and graded for each recommendation
(see "Major Recommendations").

12 of 19


http://www.guideline.gov/summary/select_ref.aspx?doc_id=11677

BENEFITS/HARMS OF IMPLEMENTING THE GUIDELINE RECOMMENDATIONS

POTENTIAL BENEFITS
e Appropriate long-term management of exercise-induced bronchospasm,
asthma during pregnancy, and asthma complications during and after surgery
e Improved awareness of cultural barriers between clinicians and patients that
may influence asthma management in racial and ethnic minorities

POTENTIAL HARMS

Adverse effects of medications used to control asthma symptoms

QUALIFYING STATEMENTS

QUALIFYING STATEMENTS

These guidelines are intended to inform, not replace, clinical judgment. Of course,
the clinician and patient need to develop individual treatment plans that are
tailored to the specific needs and circumstances of the patient.

IMPLEMENTATION OF THE GUIDELINE

DESCRIPTION OF IMPLEMENTATION STRATEGY
An implementation strategy was not provided.
IMPLEMENTATION TOOLS

Foreign Language Translations
Patient Resources
Quick Reference Guides/Physician Guides

For information about availability, see the "Availability of Companion Documents" and "Patient
Resources" fields below.

INSTITUTE OF MEDICINE (IOM) NATIONAL HEALTHCARE QUALITY REPORT
CATEGORIES

IOM CARE NEED

Living with Illness
Staying Healthy

IOM DOMAIN

Effectiveness
Patient-centeredness
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